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ON PATENTABILITY PCT/GB2004^01654 



Box No. I Basis of the report 



1. With regard to the language, this report Is based on the international application in the language in which it was 
filed, unless otherwise indicated under this item. ^ ^ 

□ TWs report is based on translations from the original language into the follovirfng language 
which IS the language of a translation furnished for the purposes of: » » • 

□ International search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 1^4) 

□ international preliminary examination (under Rules 55.2 andAjr 55.3) 

2. With regard to tiie elements* of the International application, this report is based on {reolacement sheets which 
have been furnished to the receMng Office In re^^ to ail InvlSon unfte^e Uar^^^tot 
report as 'onginally filed' and are not annexed to thht report): ™w/7w id m mis 

Description, Pages 

■••39 as originally filed 
Claims, Numbers 

r-20 received onl6.ll.2004 with tetter of 15.11.2004 
Drawings, Sheets 

1^ as originally filed 

□ a sequence listing andA>r any related table(s) - see Supplemental Box Relating to Sequence Usting 

3. □ The amendments have resulted In the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets^gs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

^' S.rt lUlSJPil'^H^ established as if (some of) the amendments annexed to this report and listed below 
£?ppTS!n'e^irxW°^^^^^^^^^^ 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked Superseded. - 
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INTERNATIONAL PRELIMINARY REPORT International application No 

ON PATENTABILITY PCT/GB2004!o01654 



Box No. II Priority 

1 . B This report has been established as if no priority had been claimed due to the failure to furnish within the 

prescnbed time limit the requested: 

^ copy of the eariier application whose priority has been claimed (Rule 66;7(a)); " ^ "~ 

□ translation of the eariier application whose priority has been claimed (Rule 66.7(b)). 

2. □ This report has been established as if no priority had been claimed due to the fact that the priority claim has 

been found invalid (Rule 64.1). Thus for the purposes of this report, the international filing date indicated 
above is considered to be the relevant date. 

3. Additional observations, if necessary: 



Box No. Ill Non-establishment of opinion with regard to novelty, Inventive step and industrial 
appiicapilrty 

^ ■ 2!wi^"^? ll^f^^'J^®.?'®''"^ invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industnally appficable have not been examined in respect of: 

□ the entire international application, ^ 

H claims Nos. 1-13 (I. A. only) 

because: 

^ tl^'^ application, or the said claims Nos. 1-13 (I.A. only) relate to the following subject 

matter which does not require an international preliminary examination (specify): 

see separate sheet 

° SS'nrm'ffigSfSS^in'Mi^^^^ 

° !!!)uld be fi.^lied'^ "'^'""^ ^° supported by the description that no meaningful opinion 

□ no international search report has been established for the said claims Nos. 

the written fonfti □ has not been furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

° ^""'"o sequence listing, if in computer readable form only do 

not comply with the technical requirements provided for in Annex C-bis of the Administrative InstrStTons: 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to noveity, inventive step or industrial 
applicability; citations and explanations supporting sucii statement 

1. Statement 
Novelty (N) 

Im^entive step (IS) 

Industrial applicability (lA) 

2. Citations and explanations (Rule 70.7): 
see separate sheet 

Box No. Vi Certain documents ched 

1. Certain published documents (Rule 70.10) 
and /or 

2. Non-written disctosures (Rule 70.9) 
see separate sheet 



Yes: Claims 1-20 

No: Claims 

Yes: Claims 1-14, 18-20 

No: Claims 15-17 

Yes: Claims 14-20 

No: Claims 1-13 
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INTERNATIONAL PREUMINARY International application No. 

REPORT ON PATENTABILITY 

(SEPARATE SHEET) PCT/GB2004/001 654 

Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims 1-13 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1(jv) PCT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(i) POT). 

Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Reference is made to the following documents: 

D1: wo 2004/043487 A (BFmCCOJMAGINGSPA ; DE H AEEN CHRIS TOPH (TT}) 27 May 2004 (2004- 
05-27) 

D2: US 2001/D08625 A1 (LARSEN ROY H ET AL) 1 9 July 2001 (2001-07-19) 
D3: WO 01/60417 A (LARSEN ROY H ; ANTICANCER THERAPEUTIC INV S A (NO); HENRIKSEN 
GJERMUND) 23 August 2001 (2001-08-23) 

D1:cf. Item VI below. 

D2 discloses receptor conjugates with an antibody, a folate, and a radionuclide such as 
^Th (cf. claims 1-4) to be used in the treatment of different soft-tissue cancer forms (cf. 
claim 20). Kits where the radioligand and the antibody are separate are also described (cf. 
claims 22, 23). 

D3 discloses conjugate systems comprising a liposome with a chelator, such as DOTA (cf. 
claim 3) and a heavy alpha-emitter such as ^^^Th (cf. claim 12). The liposomes may be 
conjugated to antibodies and are useful in the treatment of various non-skeletal cancer 
fomrjs (cf. claim 30). Kits where the liposomes, the radionuclide and the targeting molecule 
are in separate vials are disclosed (cf. claims 31 , 32). 

Novelty - Article 33(2) PCT 

By the exclusion of liposomes, folate, antibodies etc. as recognition units in, novelty is 
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INTERNATIONAL PREUMINARY International application No. 

REPORT ON PATENTABIUTY 

(SEPARATE SHEET) PCT/GB2004/001 654 

established over D2 and D3 for all the Independent claims. 
Inventive Step - Article 33(3)'PCT 

D2 and D3 are silent at)out the dosage of ^Th. The high dosages as in the examples 
couldn't be derived from the prior art. Claims 1-14 and 18-20 appear to relate to inventive 
subject-matter. 

An inventive step cannot be recognised for independent claims 1 5 and 17, as no dosage is 
refen-ed to therein. The mere novelty-establishing exclusions of liposomes etc. are not 
sufficient to establish an inventive step over D2 and D3. 

Industrial Applicability - Article 33(4) PCT 

For the assessment of the present claims 1-13 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
_ patentability can also be. dependent upon t he fonnul ation of the c laims. The EPQ, for 
example, does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a known com- 
pound for first use in medical treatment and the use of such a compound for the 
memufacture of a medicament for a new medical treatment. 



Re Item VI 

Certain documents cited 

Certain published documents 

Application No PubUcatlondate Rltngdate Priority date fwa/Wda/m; 

Patent No (dayAimnthfyeai) (Oay/monthfyear) (Oay/monm/yeai) 

WO 2004/043487 2004-05-27 2003-11-13 2002-11-14 

D1 (WO 2004/043487) is an eariier filing (E-document) with a possible relevance for 
novelty in the European phase. 

D1 discloses conjugates comprising ^Th (claim 14) for the treatment of e.g. gastric 
tumours. The complexes have recognition units that appear to not belong to the excluded 
groups (bone-seelcers, liposomes etc.). There is no disclosure on the dosage of the ^JY\. 
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D1 appears to interfere with novelty of independent claim 15. 
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Claims 

1 .• A method for the treatment of soft tissue disease in a mammalian subject, 
said method comprising administering to said subject a therapeutically effective 
quantity of a soft tissue targeting complex of thonum-227 and a complejong agent, 
wherein said quantity is such tiiat an acceptably non-inyelotoxic quantity of ladhjm- 
223 is generated in vivo by nuclear decay of the administered tiiorium-227 wherein 
the thorium-227 is conjugated to a targeting moiety with bioaflBnity, excluding 
bone-seekers, Uposomes and folate conjugated antibodies or antibody fragments and 
wherein tht tiierapeutically eEFective quantity of thorium-227 is at least 25 kfiq/kg. 

2. A method as claimed in claim 1 •wherek said subject is human or canine. ' 

3. A meftiod as claimed in any one of claims 1 to 3 wherein said 
therapeutically effective quantity is at least 75 kBq of thorTum-227 perkUogram 
bodyweight 

4. A method as daimed in any of claims 1 to 3 wherem said acceptably non- 
myelotoxic quantity is less than 300 kBq radium-223 perkUogram bodyweight 

5. A metiiod as claimed in claim 4 wherein said acceptably non-myelotoxic is 
less than 150 kBq of radium-223 per kilogram bodyweight 

6. A method as claimed in any of claims 1 to 5 wherein said complex comprises 
chelated thorium-227 linked to a Ugand selected from the group of antibodies, 
antibody constructs, antibody fiagmenta, constructs of antibody-fragments and 
mixtures thereof 

7. A metiiod as claimed in any of claims 1 to 6 wherein said soft tissue disease 
is a malignant disease. 
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8. A method as claimed in cl^im Xfvherein the malignant disease is a disease 
selected from the group of carcinonrasKa^^^a^/my^vias, hikemia^ lymphoinas 
and mixed tjrpe cancers. ■ • T • 

9. A method as claimed many'ofdaicaslio 8 -vf^ieri^ 

treated to combat the myelotoxidty of Ibe ndium-223 geniaated themn. 

10. me^od^ claimed in;claim 9 'v^ereins'aid subject is-provided-]^ • 

11 A method for the treatment ofsoft tissue dsease in a mammalian subject, 
said method compnsinf administedng to said subject a tfakqieuticaUy effective 
quantity of a soil tissue targeting oomploc of tfaojium-227 and a complexing agent, 
wheran said quantity is D^u as calculated fiom fonnula I below, such that an 
•Mceptably %n-myeloto5dc qaandty Dr, of radnlm-?23 is generated in vivo by 
^Udeardec%vaftheadinm|steredthoiium-227r- ."' ' • 

^ ■ ® 

wherein: ' ' 

Tsio -is th6 biological -half-life of said si^ tissue targeting compile of t&orium-227 
and a cotiijlexing.ageH^ : ' • t ^ ' .i '' 

'Tiiiithelhysicalhilf-iifeof ^Th(18.7days); " .//' • " - 

Badd is theactivity of die administsed ^Th complex Q(Bq/kg) and is is at least 25 
kfiqAgand 

- Dsa is the acceptably nbn-mjrelotoxic vnouot of 
and further, wherein the lhoiium-227 is conjugated to a taigeting moiety with 
•bioafSnity; excluding bone-.se^er8^ liposomes and Mate conjugated antibodies or 

. .antib^y fi^^entslj " ' . 

A method as claimed in tiaim 11 wherein Ds» is 200 kBq/l^ / 
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.13. Ametjbcdasclaimedinany(^claimsJtol2 mcombih^^ 
oae foitiier treatment modalit^'^el^fed fnim suigoy/ Sc^pxnal beafQ radiation 
tberapy, chemotboapy, eadoradinmiclide therapy wifii ra^onudides ot|ier.4lhan 
^Th, and/or tissue tanperatureSdjustinenL 

' 14. A phatniaceutical composition comprising a soft tissae txu:]getiag complex of 
l^nam-227 and a compleidng agen:^ togedier vn&. at least one phannaceutical 
canier or exdpient wherein the,thoiium-227 is conjugated to a.taiBedng moiety with 
bioafSnity, ejcduding bone-seekers, liposomes and folate coiijttgBted antibodies or . ' 
antibody fragments and wherein the thoiium-227 is present at a ^ler^eutically 
effective quantity of at least 25 kBq/kg. ■ 

15. A soft Issue targeting complex of £boriuin-227 and a completing agent . 
wherein tbe thbiiuia--227 is conjugated to a targeting moiety with bioafBnity, 
excluding boae-seekeis, liposomes and folate conjugated antibodi^ or antibody 
fragmenfy, . • ■ 

16. A complex as claimed in claim 1 5 wherein thorium-227 is chelated by a 
derivative of ij4,7,10-tetraazacyclododecane-l,4,7,10-tetraacctic acid. 

17. A method for forming a complex as claimed in claim 16 comprising. heating 
said thorium-227 with said derivative of ■l,4,7,10-letr8azacyclododecane-l,4,7,10- 
tetraacetic acid to fonn a dielated thorium-227 and subsequently nttanbing said 
chelated thorinm-227 to a targeting moiety. 

18. A kitfor usein a mediod as' claimed in an; of claimis 1 to 13, said kit 
comprisiiig a solution oif a sc^ tissue targeting oomplex of tiK>rium-227 and a 
complexing .agent togeti^r with instructions ibr the use of said solution in said 
Inethod wherein the thorium-227 is .cohjugated to a taigeting mijSiety with 
blbafGnity, exohidinLg.bone-seekei^ liposomes and folate cpiyugated antibodies or 
antibody fragments. ' ' . ' 
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20. A kit for xise in a mediod as claimed in any of claims 1 to 13^ said Idt 

■ comprising a complexing agent capable of complexing Hiorium ions; yAere sud 
complexing agent is not a soft tissue targeting comprexing agent, a soft tissues 
targeting compoimd, optionally togethffl"with a linker compound, conjugatableto 

said complejdng agent'tp yield a soft tissue targeting complexing agent;.and 

instnictbns for the pr^aration thereftom of a soft tissue targeting complex of 
thorium-227 and a complexing agent, and optionally also for the-use of said compleSc 
in said method wherein &e soft tissue targeting complex is a moiety with bioafOnity, 
excluding ^one-seekesrs, liposomes and folate conjugated antibodies or antibody 

■ fragments. ^ . 
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4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) 0 Claim(s) 1.2.4.6.7 and 9-15 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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DETAILED ACTION 
Specification 

1 . Applicant is reminded of the proper language and format for an abstract of the 
disclosure. 

The abstract should be in narrative fomn and generally limited to a single 
paragraph on a separate sheet within the range of 50 to 1 50 words. It is. important that 
the abstract not exceed 1 50 words in length since the space provided for the abstract 
on the computer tape used by the printer is limited. The form and legal phraseology 
often used in patent claims, such as "means" and "said," should be avoided. The 
abstract should describe the disclosure sufficiently to assist readers in deciding whether 
there is a need for consulting the full patent text for details. 

The language should be clear and concise and should not repeat information 
given in the title. It should avoid using phrases which can be implied, such as, "The 
disclosure concerns," "The disclosure defined by this invention," "The disclosure 
describes," etc. 



Claim Objections 

2. Claims 7 and 9 are objected to because of the following informalities: The claim 
language for the Markush groups of the instant claims 7 and 9 is not in the proper form. 
Markush group claim terminology should read as follows "selected from the group 
consisting of..". Appropriate con-ection is required. 

3. Claim 6 is objected to under 37 CFR 1 .75(c), as being of improper dependent 
form for failing to further limit the subject matter of a previous claim. Applicant is 
required to cancel the claim(s), or amend the claim(s) to place the claim(s) in proper 
dependent form, or rewrite the claim(s) in independent form. The instant claim 6 recites 
" acceptably non-myelotoxic quantity is less than 150kBq of radium-223 per kilogram 
bodyweight" which is broader than the "acceptably non-myelotoxic quantity of radium- 
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223 of at least 40kBq/kg" of the claim 1 to which it depends. Therefore the instant claim 
6 is not further limiting of the independent claim 1 to which it depends. 

Claim Rejections - 35 USC § 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 

5. Claims 12 and 13 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Larsen et al. (WO02/05859A2). 

6. Larsen et al. (WO02/05859A2) teaches of the method of treating a malignant 
soft-tissue disease (pi, lines 1-12; p9, lines 24-31) by administering to a mammalian 
subject (p9, lines 6-7) a ^^^Th-chelator complex, not excluding non-liposomal 
radiopharmaceutical complexes (p4, line 35; p7, lines 19-24). The decay of the ^^''Th 
generates in vivo an emissions cascade of a-particles, such as the daughter 
radionuclide ^^^Ra that will occur in the target area (p6, lines 33-37; pi 1, line 12) where 
^^^Ra Is the first daughter nuclide in the emissions cascade of ^^^Th. The preparation of 
the ^^^Th-chelator complex for administration may be in a pharmacologically acceptable 
carrier (p8, line 37). It is clearly disclosed that the ^^^Th-chelator complex is also 
targeted to bone as well as bone surfaces where soft tissue, such as bone marrow is 
located. The ^^^Th-chelator complex is used to irradiate the bone surface with a- 
particles to inactivate microscopic deposits of cancer cells on the bone surfaces (p7, 
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lines 33-36). It is disclosed that that the complex be preferentially distributed to the 
bone but it is also disclosed that the ratio of distribution of the complex to femur to liver 
(soft tissue) is from 3:1, 8:1 or at best 15:1, etc. (p4, lines 3-15; pi 5, lines 20-35). 
Therefore the disclosure anticipates that the 227Th-chelator complex will be targeted to 
soft-tissue as the authors state that they anticipate at least some soft-tissue targeting. 
The instant claims do not provide for any structural limitations to differentiate the 
radionuclide complex of the disclosure which is within the scope of soft tissue targeting 
radionuclide complex and also due the proximity of the bone and soft tissue, such as 
bone marrow. The dosages of the ^^^Th-chelator complex of the disclosure encompass 
those of the instant claims and are taught to reduce myelotoxicity and therefore they 
would generate the acceptably non-myelotoxic quantity of the daughter radionuclide 
^^Ra. Therefore the administration of such doses would also cause reduction of the 
neutrophil cell count to a nadir no less than 10% of the count prior to treatment. 

Claim Rejections ■ 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

8. Claims 1 .2,4,6,7 and 9-15 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Larsen et al. (WO02/05859A2) in view of . 
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9. Larsen et al. (WO02/05859A2) discloses the method of treating a malignant soft- 
tissue disease (pi , lines 1-12; p9, lines 24-31) by administering to a mammalian subject 
(p9, lines 6-7) a ^^^Th-chelator complex, not excluding non-liposomal 
radiopharmaceutical complexes as well as that listed above. Also, the method of 
treating a soft tissue disease includes those diseases such as cancer (i.e. myeloma, 
etc.) (p9, lines 24-35) and includes reducing myelotoxicity (p8, Iine3). The kits for the 
preparation of the ^^^Th-chelator complex used for the treatment of malignant soft tissue 
disease include the ^^Th radioisotope, the radioisotope chelate and for the preparation 
of a solution, the pharmaceutically acceptable carrier (plO, lines 18-32). The dosage 
administered to a patient of the ^^^Th-chelator complex varies between approximately 
10kBq-2MBq/kg bodyweight (plO, lines 14-15). This dosage range encompasses that 
of the instant claims, such as 75kBq/kg and 36-200kBq/kg. Furthermore, it is obvious to 
vary and/or optimize the amount of (compound) provided in the composition, according 
to the guidance provided by (reference), to provide a composition having the desired 
properties such as the desired (ratios, concentrations, percentages, etc.). It is noted 
that "[W]here the general conditions of a claim are disclosed in the prior art, it is not 
inventive to discover the optimum or workable ranges by routine experimentation." In re 
Aller, 220 F.2d 454, 456. 105 USPQ 233, 235 (CCPA 1955). 

1 0. Inverardi et al. (US 2003/0228256A1 ) discloses the administration of a bone 
seeking radionuclide-ligand complex where the radionuclide may be ^^^Ra and the 
ligand is an aminophosphonic acid (p3. [0033]). The radionuclide-ligand complexes can 
be administered to a patient in pharmaceutically acceptable dosage forms and can be 
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localized into bone and other tissues (p4, [0036] and [0038]). The radioactivity will 
remain in recipient bone thereby affecting the bone marrow or bone marrow-derived 
cells therein, for the life of the isotope (p4, [0037]). The patient may also be 
administered stem cells (p4, [0038]). 

1 1 . Goldenberg (US 6,083,477) discloses a toxin-llgand conjugate that binds to a 
specific cellular surface marker on a cell and its method of use for tumor therapy 
(column 1 , lines 11-16). It is disclosed that doses of antibody and or radioactivity 
usually require stem cell rescue and the goal for such is to decrease myelotoxicity 
generated by an antibody-radionuclide composition (column 1 , lines 40-47). The 
conjugate of the disclosure is a toxin-therapeutic radionuclide-IL-1 5 complex where IL- 
15 is a fusion protein comprising a bispecific antibody that has a specificity for a cell 
marker specific to a malignant cell thereby localizing the toxin-therapeutic radionuclide- 
IL-1 5 complex effectively to a desired cancer site (column 2, lines 34-38). This complex 
is useful for the treatment of leukemias and lymphomas (column 2, lines 40-42). 

1 2. At the time of the invention it would have been obvious to one ordinarily skilled in 
the art to employ the step of stem cell therapy of as disclosed by InverardI et al. (US 
2003/0228256A1) or Goldenberg (US 6,083,477) since it is known in the art to be used 
in conjunction with radiotherapy. The ^^^Ra-ligand complexes as seen by Inverardi et 
al. could localized into bone and other tissues as does the ^^^Th-chelator complex of 
Larsen et al. (WO02/05859A2) and the radioactivity will remain affect the bone marrow 
or bone marrow-derived cells therein, for the life of the isotope. Therefore it would be 
obvious that the daughter radionuclide of the ^^^Th-chelator complex would be 
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generated and at least partially localized into the soft tissue as Larsen et al. describes. 
The decay of the ^^Jh generates an ennissions cascade of a-particles, such as the 
daughter radionuclide ^^Ra that will occur in the target area where ^^^Ra is the first 
daughter nuclide in the ennissions cascade of ^^Th. The dose of 223-Ra is dependent 
on the decay properties of ^^^Th radionuclide and since the dosage of Larsen et al. 
encompasses that of the instant claims, the dose of ^^^Ra generated in vivo would be 
equivalent also obviously encompass that of the instant claims. 

It is respectfully pointed out that instant claim 15 is a product-by-process 
limitation. Even though product-by-process claims are limited by and defined by the 
process, determination of patentability is based on the product itself. The patentability 
of a product does not depend on its method of production. If the product in the product- 
by-process claim is the same as or obvious from a product of the prior art, the claim is 
unpatentable even though the prior product was made by a different process. In re 
Thorpe, 777 F.2d 695. 698. 227 USPQ 964, 966 (Fed Cir. 1985). See MPEP 2113. 



Double Patenting 

13. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); /n re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
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F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
temriinal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



1 4. Claims 1 ,2,4,6,7 and 9-1 5 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1- 
10,18 and 19 of copending Application No. 10/552,876. Although the conflicting claims 
are not identical, they are not patentably distinct from each other because the instant 
claims and the copending application 10/552,876 are both drawn to the method for 
treating malignant soft tissue disease in a mammalian subject via administration of a 
thorium-227 conjugate comprising an antibody. Also the generation of radium-223 via 
administration of a thorium-227 conjugate of the copending application 10/552,876 
encompasses the generation of 40kBq/kg or less than 150kBq/kg of radium-223 via 
administration of 36-200kBq/kg or more specifically 75kBq/kg of the thorium-227 
conjugate of the instant claims. The diseases to be treated by the thorium-227 
conjugate include carcinomas, sarcomas, myelomas, etc. The subjects of the instant 
claims and of the copending application 10/552,876 are treated with stem cells to 
combat the myelotoxicity of the radium-223 generated. The kits of the instant claims 
are encompassed by those of the copending application 10/552,876. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Conclusion 
No claims are allowed at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Melissa Perreira whose telephone number is 571-272- 
1354. The examiner can normally be reached on 9am-5pm M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mike Hartley can be reached on 571-272-0616. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status infomnation for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status Information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MP 

January 4, 2007 




SUPERVISORY PATENT EXAMINER 



